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MEMORANDUM PESTICIOES AND TOXIC SUSSTANCES

SUBJECT:

FROM:

TO:

THROUGH :

PYRINEX (Chlorpyrifos): Makhteshim-Agan (America) Inc.
Response to EPA's Request Regarding a Thirteen-week Rat
Study and a Rabbit Teratology Study [Toxicology Document
No. 006851; Caswell No. 219AA; MRID Nos. 404364-06 for 13-
weekgrat and 404364-08 for rabbit teratology] HED Project
No. 9-0446.

Alan C. Levy, Ph. D. Cu‘-"“é'/g‘-"a 6-19-89 —

Toxicologist, Review Section I
Herbicide/Pungicide/Antimicrobial Support Branch (II)
Health Effects Division (HED), H7509cC

Dennis Edwards PM 12

Registration Division (H7505C) pa

. / -
Yiannakis M. Ioannou, Ph. D. ‘%L ] z=7 A f:ﬂgf,J;f
Section Head, Review Secticn I 'A@' Rt T
HFAS Toxicology Branch (II), HED &7509C)
and
Marcia van Gemert, Ph. D. /¥ lUdec 6/é‘7079

Branch Chief, HFAS Toxicology Brdanch (II)
HED (H7509C)

Registrant: Makhteshim—~Agan (America) Inc.

Action Requested: Review the Registrant's responses to the Agency's

requests for clarification regarding the above
mentioned studies with the possibility of upgrading
the classification from m"supplementary” to
*'minimum®™. [Memorandum from A. C. Levy to D.
Edwards, 9/2/88.]

Recommendation:

1.

2.

Thirteen-Week Rat Study - Upgrade from "Supplementary”™ to
"Core Minimum®™.

‘"Rabbit Teratology Study - Upgrade from "Supplementary™ to

"Core Minimum".

NOTE: See Agency's Reply, c¢etermination of "non-pregnancy®,
on page 3 of this memorandum. Even though the study
is recommended to be upgraded to "Core Minimum", the )
Agency would like a response from the Registrant. /Z?L:
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A. Thirteen-Week Rat Study (MRID 404364-06)
Agency's Request:
Regarding cholinesterase values, female group means were
3300, 3639, 295 and 1427 1U (0, 0.5, 10 and 200 ppnm,
respectively). The registrant is requested to comment on/
explain the 295 value. -

Registrant's Response:

[See full response in attachment to this memorandum.]

"Raw data were retrieved from archives, labels were compared
for proper dose level and dates were compared for consistency
to the final report. The final report accurately reflects the
raw data."

"Nonetheless, the inconsistency remains, particularly since
the data reflect a linear relationship if dose levels 2 and 3
are reversed. We are, therefore, unable to explain satisfac-
torily the data, but suspect that an error might have occurred
in processing the sample which was undetected upon in-depth
auditc.”"

Agency's Reply:

H

There is agreement with the Registrant that an error was
probably made in labeling samples for cholinesterase deter-
mination and that possibly the results from groups 2 and 3
should be reversed.

- Toxicology recommends that this study be upgraded from
"supplementary”™ to "minimum" for the following reasons:

1. This 13-week study is not considered pivotal. Eval-
uation of a chronic¢ rat study would be considered to
yield more data.

2. In the 13-week study, the male cholinesterase values
appeared to be as anticipated and only the values in
females were in guestion.

3. The test article (PYRINEX, Chlorpyrifos) is an
organophosphate chemical with known cholinesterase
inhibiting properties. '

4. The purposes of the 13-week study were to observe sians
of toxicity at the concentrations administered
(cholinesterase as well as other parameters) and to
use the results in choosing doses for the chronic study.
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B. Rabkit Teratology (MRID 404364-08)

1. Determination of "Non-Pregnancy"

Adency's Request:

X
There are rabbits in each group which were said to be "non-
pregnant®. Please indicate how "non-pregnancy” was determined.
Necropsy sheets for "non-pregnant" animals should be submitted.

Registrant's Response:

"Animals reported as "not pregnant™ were described at necroosy
as having "no implantation sites"™ in either horn. "Implan—
tation site" includes visible early or late resorptions (i.e.,
respectively, with or without a discernable fetus), empty
implantation sites (i.e., implantation scars without dis-
cernable fetal or placental remains), or swellings, wvisable

on the intact uterus, indicating very early resorptions. Any
animal described at necropsy with "no implantation sitesg™
showed NONE of the above."

"Necropsy sheets for the following animals are enclosed:

Group 1 (Control): Dam No. 836

Group 2 (1 mg/kg/day): None

Group 3 (9 mg/kg/day): Dam No. 820

Group 4 (81 mg/kg/day): Dam No. 819
Dam No. 824
Dam No. 841
Dam No. 891"

Agency's Reply:

The explanation for "non-pregnant" is acceptable.

There still appears to be some inconsistencies regarding thne
necropsy sheets. The Registrant's list above does not include
a necropsy sheet for Dam No. 809, Group 5 (140 mg/kg/day), and
yet a sheet for this animal was included in the Registrant's

response.
No. of No. of *=7 extra animals
Group Dose rabbits rabbits added
mg/kg/day dosed pregnant? t=from Table 5, page
- T e e 9 of Agency memo
1 0 14 13 (Table 6, page 40
2 1 14 13 -- of the reportc)
3 9 14 13 :
4 81 21%* 15
5 140 14 11 —-

Should there be a "non-pregnant™ necropsy sheet for one animal
in group 2 and a total of 3 for group 5? The Registrant is

requested to respond. It is not considered that this current
lack of clarification should prevent upgrading the study to

"Core Minimum"®. \EZ
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2. The value of N

Agency's Request:

Explain the value of N on Table 5 ¢f this review, Group
4, mean fetal weight and Sp where tie value is 14 and for
all other parameters N = 15 (Table 6, page 40 of the
report).

Registrant's Response:

"Fetuses from Dam 4F873 were not weighed. They wcce
necropsied, in error, before these weights were obtained.
Tables 10 and 11 of the report indicate that these weights
were not recorded, in error. Accordingly, the N value

for this parameter, on Table 6, page C-9, is reduced from
15 to 14."

Agency's Reply:

The explanation for the difference in N value of 14 vs 15
is acceptable.

3. Fetal Data for Litter No. 880

Agency'si Request:

Individual fetal data for liiter No. 880 (Group 4, 81 mg/
kg/day) as this is missing from the report (Appendix 11,
typed page No. D-80 is missing).

Registrant's Response:

"A photocopy of page D-80 is enclosed. This page is
certified as an exact copy of the original by the Stuédy
Director and the Head of Quality Assurance. These data
will hopefully resolve the issue described above.”

Agency's Reply:

The previously missing page has been received and there-
fore, the Agency's request has been fulfilled.

[

Maternal Systemic Toxicity NOEL 81 mg/kg/day '

Maternal Systemic Toxicity LOEL = 140 mg/kg/day (decreased food con-
sumption gestation days 15-19; body weight loss during the dosing
period followed by a compensatory weight gain; suggestion of
post-implantation loss)

Developmental Toxicity NOEL 81 mg/kg/day

Developmental Toxicity LOEL 140 mg/kg/day (slight reduction in fetal
weights and crown-rump lengths; increased incidence of unossified
5th sternebra and/or xiphisternum)
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